Abstract
Results
The patterns of BCSM were similar between the two cohorts, with the peak of mortality presenting in the first 2-3 years after diagnosis, and mortality rate significantly decreased in C2 in all cases. In C2, the annual BCSM rate of all cases was 9.64 (per 1000 persons per year) in year 10 with a peak rate of 23.34 in year 2. In ER-negative and high-risk patients, marked survival improvements were achieved mostly in the first 5 years, while in ER-positive and low-risk patients, survival improvements were less but constant up to 10 years.
Conclusion
There has been a significant improvement of BCSM with substantially decreased mortality within 5 years. The current pattern of BCSM and its changing feature differs according to ER status. Our findings have some clinical implications both for treatment decisions and adjuvant treatment trial design.
Introduction
Breast cancer is the most frequently occurring cancer among women worldwide. In 2012, 1.67 million new cancer cases (approximately one in four of all cancers among women) and 0.52 million cancer-related deaths were reported, with an estimated 5-year prevalence of 6.23 million. [1] Through a combination of early detection and more effective treatments, the mortality rate was reported to have decreased over the last three decades in most Western countries, 5-year net survival for women diagnosed with breast cancer had increased in many regions and countries recently, for example over 85% in Canada and US. [2, 3] Breast cancer is now classified according to molecular factors that predict response to treatment, such as endocrine therapy to Luminal diseases, trastuzumab to HER2 positive diseases and chemotherapy to triple negative diseases, [4] and each intrinsic subtype has a unique risk of recurrence and death overtime. [5] The particular patterns of relapse and death differed according to these factors, and these patterns notably persisted with current therapies and improved over the last decades. In a large retrospective analysis, two cohorts of patients with breast cancer treated during two separate time periods were compared; outcomes improved for patients with all breast cancer subtypes, especially HER2-positive and ER-negative/HER2-negative cancers, with a marked decrease in the early spike in disease recurrence. [6] Due to the survival improvements, in many clinical trials, even global multicenter trials, the exact recurrence and/or mortality risks of the study population were much lower than the estimated risk when the trials were designed, led to extend follow-up time, to adjust study end points, or unable to achieve statistical power. Hence, the timing and patterns of breast cancer-specific mortality (BCSM) is important for treatment decisions, patient discussions, and designing clinical trials. Whether and how the patterns of 10 years BCSM (in the total population or certain subtypes) changed has not been studied in population-based database. In the present analysis, our aim was to demonstrate the current patterns of BCSM in patients treated in the modern treatment era (2001 to 2005) compared with a historic cohort from 1990 to 2000.
Materials and Methods

Patient selection and Outcome measures
To collect sufficient cases, we used the National Cancer Institute's Surveillance, Epidemiology, and End Results (SEER) cancer database. [7] The current SEER database consists of 18 population-based cancer registries. We selected female patients with invasive breast cancer between January 1, 1990, and December 31, 2005. Eligible patients were divided into two cohorts according to different time periods: cohort 1 (C1) between January 1, 1990and December 31, 2000, and cohort 2 (C2) between January 1, 2001 and December 31, 2005. Patients diagnosed before 1990 were excluded due to unavailable hormone receptor data; patients diagnosed after 2005 were excluded to ensure adequate follow-up time.
We identified 228209 patients in the SEER database according to the following inclusion criteria: female, pathologically confirmed invasive ductal carcinoma (IDC, ICD-O-3 8500/3), age at diagnosis between 20 and 84 yrs, surgical treatment with either mastectomy or breast-conserving surgery, American Joint Committee on Cancer (AJCC) stages I to III, unilateral breast cancer, known ER status, known time of diagnosis, and breast cancer as the first and only cancer diagnosis (Fig 1) . Information on the following variables was obtained if available: tumour size, histological grade, race, marital, and use or not use of radiotherapy. Because SEER does not provide information on chemotherapy and endocrine therapy, we could not incorporate and adjust for these variables. For this study, BCSM, which was the primary study outcome, was calculated from the date of diagnosis to the date of death caused by breast cancer. Patients who died of other causes were censored on the date of death.
This research was submitted to the Ethical Committee and Institutional Review Board at the Shanghai Cancer Centre of Fudan University and determined to be qualified for institutional review board exemption. The data released through the SEER database do not require informed patient consent because cancer is a reportable disease in every state in the US.
Data management and statistical analysis
Age was categorized into <40, 40-60, and !60 years groups. Race and ethnicity were coded as white, black, and other (American Indian/AK Native, Asian/ Pacific Islander). Marital status was coded as married and not married (including divorced, widowed, single (never married) and separated). Tumour characteristics included tumour size, histological grade, lymph nodes status, ER status, PR status, and radiotherapy.
All analyses in the present study were conducted in a 10-yr frame to guarantee the validity and reliability of the results. Cox proportional hazard regression models were applied to estimate hazard ratio in different subgroups. [8] [9] [10] We hypothesised that the effect of prognostic factors on survival were changing with time. Thus when we calculated a time-dependent effect, the flexible parametric survival models were used to model the outcomes which allows covariates to have time-dependent effects by using spline function. BCSM, difference in mortality rate and hazard ratio were estimated using default parameters setting in the flexible models. [11] The baseline rates were estimated using a spline with five degrees of freedom, as previously stated. [10] Using spline function, we could study whether the effect of covariates on survival were dependent on follow-up time. In the present study, all factors were treated as constant in multivariate regression analysis. The flexible parametric survival model was analysed using the stpm2 packages in Stata (StataCorp, College Station, TX, Version 12). A two-sided P lower than 0.05 indicated statistical significance.
Results
The SEER database identified 228209 eligible patients for the analysis, with 112981 patients in C1 and 115228 patients in C2. Table 1 Pattern of breast cancer-specific mortality Fig 2A, 2B and 2C showed estimated continuous annual BCSM rates in the total population, ER negative and ER positive subgroups. BCSM rate was reported per 1000 persons per year. The patterns of BCSM were similar between the two cohorts, and the hazard curves for BCSM both peaked at 3 years after initial diagnosis. The risk of breast cancer deaths was nonproportional overall and differed by estrogen receptor (ER) status. In ER-negative patients, the peak shifted to an earlier time (year 2), with an annual mortality rate of61.83 (per 1000 persons per year). Then, the curve declined sharply, with an annual mortality rate of less than 20 after the fifth year. The annual hazard in ER-positive patients accumulated through the first 4 years and reached a peak at the fourth year after diagnosis. After four years, the hazard rate plateaued and remained stable for a long time. For example, the annual BCSM rates were maintained at 10-15 from year 2 to year 10 in C2. Patients with a node-positive, larger tumour size (T3) or younger age (<40 y) showed an early major mortality surge, peaking at year 2, which was similar to ER-negative cancers. Patients with node-negative, smaller tumour size (T1) or older age (!60 y) had no sharp peaks and a lower annual BCSM rates similar to ER-positive tumours. Remarkably, long-term mortality risks remained in C2.The annual BCSM rate of all cases was 9.64 in year 10 and was approximately 20 in year 10 for aggressive patients (such as node-positive, T3, or <40 y).(Data listed in Table 2 )
Comparison of BCSM between two cohorts
Despite the same pattern of BCSM over time between the two study cohorts, the annual BCSM rates of C2 decreased throughout the yearly intervals in all cases. The absolute number for decreased mortality rate (C2 minus C1) was used to demonstrate the differences in BCSM rate between two cohorts. Fig 2D, 2E and 2F showed that the survival difference curve formed a V- shaped curve, indicating that the majority of survival improvements in C2 were in the first 5 years after diagnosis. In the total population, the survival difference between the two cohorts continuously increased until a peak was reached2-3 years from diagnosis (absolute decreased BCSM rate was approximately 10), after which the survival difference lessened to under 5 after the fifth year. In ER-negative patients particularly, the peak annual BCSM rate was at year 2 when the improved absolute BCSM rate was 15.The curve then dropped rapidly, with an improved BCSM rate of less than 5 by the fifth through tenth years. In ER-positive patients, survival improvement differences were smaller between the two cohorts, with a steadily improved BCSM rate of 6 to 4 from the fifth year to the tenth year. Hazard ratio of BCSM in the total population and different subgroups
The HRs of BCSM between the two cohorts (C2 versus C1) provided further information. As shown in Fig 2G, 2H and 2I, the HRs of BCSM were steady over time, indicating that there were sustained survival improvements 10 years from diagnosis in C2. In patients with aggressive diseases, the curves of HRs were close to 1 in year 10, especially for those age <40yrswhose tenth year HR was 0.852 (95%CI:0.714-1.017)( Table 2 ).This datum indicated that survival improvements were greater in early years from diagnosis and were not sustained for 10 years.
Survival improvement in subpopulations
We further inspected whether survival improvements of C2 differ in subpopulations according to ER status, age at diagnosis and node status. We found that patients with aggressive tumours, such as those ER-negative, node-positive and age <40yrs, had a higher BCSM rate over time, and substantial survival benefit of C2 occurred in the first 5 years from diagnosis (peaking at the second year), with almost no survival benefit after the fifth year (Fig 3A) . However, patients with low-risk diseases, such as those ER-positive, node-negative and age !60yrs, had a lower BCSM rate over time, and the survival benefit in C2 was smaller and was sustained to the tenth year ( Fig 3B) . Fig 4 showed how the patterns of BCSM changed according to ER status and different age groups.
Discussion
We sought to determine whether and how the patterns of BCSM changed along with time periods in a large retrospective analysis using the SEER database. Our findings confirmed a reduction of BCSM in the C2 period and demonstrated changing feature of BCSM patterns differed according to ER status. Usually, the decrease in mortality rates in Western countries were likely explained by the implementation of mammography screening and the use of more comprehensive and appropriate systemic and locoregional treatments. [3] Mammography screening has been implemented in the US since the 1980s. [12] Therefore, in the current study there was no lead time bias or length bias created by mammography screening [13] and clinicopathological characteristics (grade, T and N stage) of patients in the two cohorts were similar. Hence, we believe that the survival improvement in C2 was largely due to more effective treatment strategies, in agreement with recent study showed a key role for treatment of stage-specific survival improvement in US. [14] Although third-generation aromatase inhibitors and cytotoxic drugs, such as taxanes, have been approved by the Food and Drug Administration (FDA) to treat early breast cancer since 2005 and 2006, respectively, [15] there were more anthracycline-based adjuvant regimens (rather than CMF),more standard use of Tamoxifen, and an increasingly individualized treatment approach for metastatic disease in C2. [16, 17] Our data demonstrated that the pattern of mortality remained similar in a recent cohort both in ER-positive and ER-negative patients, with the peaks of the curves in C2 becoming attenuated. The similar BCSM patterns demonstrated that the improvements in adjuvant treatments led to more cured patients rather than just postponed recurrences or death from the primary tumour.
We also found that the curves of annual BCSM rates peaked at 3 years after diagnosis, and aggressive diseases presented higher and earlier peaks. The pattern of BCSM differed according to ER status. A previous study has demonstrated the peak hazard of recurrence occurred in the interval of 1 to 2 years for the entire population [18] , with the peak of recurrence for luminal A at 36 months postoperatively and the peak of recurrence for HER2-enriched and TNBC at 12 months. [5, 19] Furthermore, there is a close relationship between ER status and metastasis-specific survival. Patients with ER-negative/HER2-negative tumours had a median survival of 10 months after the detection of distant metastasis, and those with ER-negative/HER2-positive tumours had a median survival of 19 months. Patients with ER-positive tumours had a median survival time of 25 months (Her2-positive or -negative). [20] Our data were in agreement with published literature that stated that ER-negative tumours had earlier recurrence risks and shorter survival time after recurrence, and we demonstrated that the peak hazard of mortality was 4 years after diagnosis in ER-positive patients and 2 years in ER-negative patients.
Our study analyzed more eligible patients with a longer follow up in C2of approximately 102 months, our study was able to show the long term change of BCSM patterns and indicated that the survival benefit formed a V-shaped curve, with greater survival improvements in the first 5 years after diagnosis, especially in the ER-negative patients, which is consistent with and further complements the results of Cossetti et al. [6] The risk of breast cancer death (hazard rate) varies over time and is nonproportional, due to the nonproportional treatment effects of adjuvant therapy. [21] The biology of the disease, inferred by BC subtypes, appears to be the major determinant. For ER-negative patients, as shown in Fig 4, the survival benefit decreased substantially in all age groups after 5 years. One possible reason is that there was a higher annual mortality rate in the first 5 years in ER-negative patients, making it much easier to achieve a significant survival benefit during this time period through more effective treatments. Another possible reason is that for ER-negative patients, chemotherapy was the only treatment resulting in dramatic decreases in early recurrence rates, and the benefit from chemotherapy is known to occur mostly in the initial 3 years after treatment, with no rebound effect. [22] For ER-positive patients in our study, the standard adjuvant endocrine therapy was Tamoxifen for 5 years, and some patients in C1 used Tamoxifen for 2 years before the results of the Swedish trial were available. [23] Different from chemotherapy, Tamoxifen has been reported to have a "carryover effect", which is seen mostly in the first 5 years after treatment cessation. [24] Our data showed that the peak of the hazard rate for mortality almost vanished in ER-positive patients in C2, with a plateau of hazard rate emerging and remaining stable for a long time. The annual BCSM rates were maintained at 10-15 from year 2 to year 10, which was consistent with previous studies that reported that ER-positive tumours have low recurrence rates initially and a constant and unrelenting risk of relapse that extends up to 15 years. [25, 26] Annual BCSM rates were different according to age groups in ER-positive patients in C2, which were 10-15 (per 1000 persons per year) in 10 years in patients aged 40-59 and !60 years, and almost doubled in patients younger than 40 years (Fig 4) . The outcome for ER-positive patients may change timely., After the results of ATALS and MA17 trials, [27, 28] more ER-positive patients, especially those with a high-risk disease, will receive extended adjuvant endocrine therapy and have further improved survival. The worse outcome in younger patients may also improve, since recently published results from the SOFT and TEXT trials indicate that more high risk younger patients may use ovarian function suppression therapy in adjuvant setting. [29, 30] On the other hand, the lowed BCSM rate in the total population questioned the necessity of using such aggressive treatments to the total population, and indicated the importance of searching new methods to identify the real high risk patients precisely. The improving prognosis emphasizes the importance of periodically revisiting the long-term hazard rate of BCSM patterns to guide treatment decisions.
Patterns of survival improvement differed in different subgroups in our analysis. For example, in the high-risk subgroup (ER-negative, node-positive and age<40 yrs, mostly only receiving chemotherapy) showed substantially decreased early mortality rates. However, the reduced but persistent peak of mortality still existed, the annual hazard rate peaked over 100 per persons per year in the second year after diagnosis and over 20 by the tenth year, signalling the need for new treatment strategies in future studies. Meanwhile, in the low-risk group (ER-positive, node-negative andage!60 yrs, mostly receiving only endocrine therapy), the mortality rate was lower but persistent. Future studies may focus on how to use well-tolerated long-term endocrine therapy to abolish the mortality peak, keep the annual mortality rate less than 5 through the first 10 years, and cure these cancers eventually.
Our study had several limitations. First, we used ER status without HER2 status as the only marker to identify breast cancer subtypes. We used ER rather than ER and/or PR to define an endocrine sensitive tumour because ER status was thought to be the only recorded factor importantly predictive of the proportional reductions from endocrine therapy. [26] Knowledge of HER2 status would permit further classification of ER-positive tumours as luminal-A (HER2-negative) or luminal-B (HER2-positive). However, HER2 status was not available from the SEER database, so we failed to define the unique BCSM pattern of HER2-positive disease. On the other hand, in the two cohorts, adjuvant trastuzumab was not used nationwide in patients with Her2-positive diseases because adjuvant use of trastuzumab was approved in the US in 2006 [15] .Thus, a lack of HER2 information may not affect the survival improvements of C2. Second, the SEER data lacks detailed information on recurrence events and cancer therapy (adjuvant systemic treatment). Therefore, we cannot validate the recurrence curves in US patients to demonstrate how the pattern of recurrence changed in the two cohorts throughout our analysis. However, the SEER database provided a large analysis population and long follow-up time, which is thought to be adequate in our analysis for identifying the changed pattern of BCSM in the total population and in certain subgroups, which were divided by ER status. Third, there were less than 1% patients in both cohorts with ER/PR borderline diseases. There are five codes for ER/PR status in SEER database: 1 positive, 2 negative, 3 r borderline, 4 unknown and 9 before 1990. The definition of borderline was "undetermined whether positive or negative", and we believed the low ratio of borderline diseases may not affect the results of our study.
In conclusion, our study first indicated that along with improved treatment, annual BCSM rates approximately 10-20 per 1000 persons per year10-yr frame in the modern era. In ER-negative and high-risk patients, marked survival improvement was achieved mostly in the first 5 years, while in ER-positive, survival improvement was less but constant up to 10 years. The updated patterns of BCSM and changing trends are of great importance to physicians and patients with regards to treatment decisions and adjuvant treatment trial design.
